Substituted guanine ribonucleosides as B cell activators.
Monosubstituted (at C8) and disubstituted (at C8 and N7) guanine ribonucleosides activate human and murine B lymphocytes. A newly developed disubstituted analog, 7-allyl 8-oxoguanosine (7ally18oGuo), in a dose-dependent manner induced anti-tetanus-specific IgG antibody response in peripheral blood mononuclear cells in humans. In addition, 7ally18oGuo activated monocytes from healthy subjects and patients with common variable immunodeficiency to produce interleukin 1. Furthermore, 7ally18oGuo induced changes in plasma membrane potentials and intracellular pH in human peripheral blood mononuclear cells. The role of monosubstituted and disubstituted compounds in restoring immunodeficient states in mice and humans, both in vivo and in vitro, is reviewed.